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#^ -a^V: 2004/12/24 



<y-S.c1:S3|- :aiBl^i<i(gentisic acid)* ^-S-^l^^ ^^IS^ ^^^^ ^^7l-<g -g--sfl£, «?>^ 



[^«]-^ 1] 
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<^S.T^^ ^3)- :^l2:«J-i^{Amlodipine gent i sate, and process for 

preparing it} 

<a-sxil^3il- :fflB|^^(gentisic acid)* ^^^1?!^ ^^IStb ^^^i ^-f-7>«g ^S-^i -g--sfl:£, «?]:^ 

<2> 1] 



<3> 




H 



<4> 



<a-S.r1^(Amlodipine)^ 3-<^im-5-^l€-2-(2-6>i:3li=-'Hl^A]-T3]l^)-4-(2-SS-S5||^)-6-i^l 
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^m^l (calcium-channel blocker)S^i ^^^^ Jim^^ ^^-^^ ^>-§-sl^ 

9X^^, =^7]^<=^] M-^^^ -^-§-^>Ji Ji^^^oi ^^lsi<H Sic]-. 

<5> ^5.1=1 ^(Amlodipine)^ -B-^^^^7fl ^l89,167J:<^l^i ^ff-^ 1 , 4-r^ *H s] ^ ^ 

<6> -fre] <^7l^Bll(free form)^ ^^^1 <?]:^^^«^1 ^^^1 

<7> tflttT?!^^^^^ >f|l90.479^'^1^ 7>^^ ^^S. ^]Si^}^n 9X 

^^i^ (1) ^^tb -@-«fl£; (2) -f^tb <?]:^^^^; (3) til^^^^; (4) ^i^]] ^mo^^^^^ 7>^^^ 

<8> tfl^T?l^s-^^^ ;^191.020:£<^1^ -fn^^ M-^^fl^ 'a:-^7><g^^ iffl^ ^3^] 

<^1H <g(ol^V 'Hll^sllolH <g(besylate)'^le1- ^l^l^l^ 'iJ-S.i::!^ wfl^^ll 
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<9> ojoil ^ ^€-^(benzene sulfonic acid)<Hl wl^><^ 

^(gentisic acid)^ ^l-§-^H ^^fl^f-^l o.^. ^-g- 7>^t]: #B]5|-l^-2l s?!^ S.^ ^^a] 

<io> vc\-^^'\, ^ ^^^<^1 ^-^^^i 7>^t!r '^^ #B]S1-^^ 

<ii> 5E-$!r, ^ ^1^^ ^€-^<^l ^]^}<=^ ^■^^c>] :^-B\^=.^^ 

<i2> ^ ^7] ^^^<^1 ^-^TgAl $1=^1*1-^^5. ^-i- 7> 

^ t^^l ^l^*>^cll ^ tq-s. ^a^oi o;[cl-. 

[^^^ ^ ^-§-] 

<i3> ^ -g-«fl£, wl^^^^^ ^ ^J^l ^l^A^^i^ 7}^^^ ^ #el5|--£!-^ 
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<14> [^^■^ 1] 



<15> 




XT 



"OH 



<18> [tiV-g-Al 1] 



CHPOC 





CI ^°v,.^=^COOH 



(2) 



CH3OOC. Jv,_,COOCH2CH3 . L JL 

ll ll ^^^OH 

^ J*^ ^O- ^^-^ 

H 

(1) 

<19> ^-g-^ IS S^lS)^ ^ ^ 3x1-^^5. ^fl^^^>^, 

<20> 1) <a-Stq^^ o.7|^T,||<^| ^§11 A] ; 
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<2l> 2) ^, ^7] -^J-St:!^ ^-§-^<^l ^7HM ^1 

<22> 3) ^1-71 3ilti>^><^ ZL^fl^ <^^, ^fl^ ^ ^2:^175^ ^^7>^^ ^ 

<23> ^ ^Tgoi] rc|-^ :t>g^^ ^^7>^^ ^7] 2S- S^l^^ <y-Sx^^ ^-R- 

-§-6n iflofl :aiE:i^iA].(gentisic acid)^ ^7Hl-<^ ^^2:*]-^ . ^ ^12: ^^^V^ 

2^ o.^ #^^>7l ^^flAi^ o^S-t:!^^ 3 60 2:^^1-0^ A}-g-^>^ ^o] 

W>^^§>i:)-. oltcfl, <i3-Sr^^^ R-^S-t:!^ S-^Sxil^^ o] ^ ^-11 ^ A-] ^7}^. ^ 9X 

^<^1 tfl-afl 0.1 5.0 A>-§--5rl-^ ^o] i3>^3l-&>ii|-. 

<27> 3^;^m ^^^^ ^^7>^^ ^-^^^^ISA-l ^-g-^ -10 ^fl^l 50 x: ^S.^^<^]^^ ^19 
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lfi0030092001 *^ ^^>: 2004/12/24 

(Amlodipine besylate)<^l til^l^M ^-^^^1 ^-^^^i -S^-g- 7}^^ '^^S.^^ 

^Jl^^^^S-^-B-*>^ l^^l ^^^m^ S^^*^ S-^tb^. 

<29> ^ ^Tgo]] tq-^ ^^^^ ^l*:-!! ^l^^S ^<^7> 7>^^H 

^^2^<?1 ^Efls A>^^ ^ SX^. ^, ^ Wl^^S. ^<^-3^V7l 

c^Ei 7>;^i ^i^-^s ^fl^isi-* ^ ^^n, ^fl^i^ ^}^^-^ ^^^], ^^^], ^^^1, 

^^^1, ^^fl^l, A>^^H ^^^<=>^« 

Jl^ ^^^1, ^^#^1 ^^1 3£^€i^. '^]^-^ 

€ atb. ^iBfl6>sA]- P>iitil#, ^3.^ 

AV-g-^c)-. 6n>^ ^|-g-^>^l, -fr^l, ^T^;^! ^ 

^^^1, ^^1^1, ^^^] ^-^l ^ wl^^ ^tb ^l^Hm 

(witepsol), ^}3.S.^, S-a(Tween) 61, ^V^V-S.:^] , S^-^^^l , ^^M]S.:^M^ ^<^1 ^l-^* ^ 
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<30> M. ^x^d\] 14s. 2:^^*51 <^^]d\] tBtt ^^^^^^ ^^^1. ^^t, 

^^^Bfl, ^7j-^Bfl ^ 111-51- ^2l-;i ^ 91-^-^, ^^^>^ ^^'^l 

^5.1=1^ :giBl^i]olE ^0:1 ^j^jec,^^^^. 10 ~ 10.0 mg/kg<5l^, Td}^^] ^>7l S.^ 5.0 ~ 8.0 
mg/kg*^l^. 

<31> o]^6\]A] ^T^tb ^ ^^Hl ^ 'M^^1<^1 ^^1^}^ -^Ml^l 



<32>^Alo^l i: :aBlA^lolH 

<33> ^l-S-rl^a 5.0 g(0.012 mol)^ 30 iii£<^l ^^flA]7lJ7 ^-g-<2fl^ 5 ^^^1^^. 

^Bl^i^ 1.88 g(0.012 mol)^ <^^# 20 mi^] -§-^^1^ ^, -g-Stq^ ^-§-^<^l ^i^i^l 

^ ^^ 6.62 g(^^: 96.2%)^ "^SX^. 

<34>ni.p 156-159 °C; iR-NMR ( 300MHz , DMSO-de) 5 (ppm) 7.35~7.12(m, 5H, ArH) , 6.61(d.d., IH). 
6.47(d, IH), 5.31(s, IH), 4.74~-4.55(d.d. , 2H). 3.99~3.94(m, 2H), 3.68(brt. 2H), 
3.50(s. 3H), 3.09(brt, 2H), 2.30(s, 3H), 1.10(t, 3H) 



<36> ^^^^^#(315 g) ^ ^#S.2.(525 g. 90 /zm)» Bfl-t^>31 

olo:|A-l -y-Si::]^ :fflBl4olH <g(70 g) ^ t^I^^ €*S^(187.5 g. 50 jMn)« ^flW 
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^a.^* 1^1^^^ «S.^(525 g. 90 [m)S. ^^^4:^#(315 g)^ -^71 

(40 g)» ^71 ^^1-<^1 7m 6 1:^^-S>^^. ^^^-^S., ^B|16>HA> p]-zivil 

#(20 g)^ 7>^1-Jl ^-tl-* 3 Ir^^^l-^^. ^H^i ^^1-* 



<38> nl;^:g #1:3.^(525 g, 90 (m) ^ "^^l^l ^-^^l^ ^^i:^^ 

<39> ^X\^] 4: ^ ^-^ ^-^Hl^ 



<4i>^-^c^l l: Al-g 
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<42> t].^ S. '^S.t]^ ^^^^ ^^7>^^ ^-^^^V^ ^^^^ <i3-S.T^ 

^ ^^^il^lH '^^ ^^^^^ ^^7>'g# ^^^^V^ i^lstb ^^1^=]-. 

'i^-^^ AS.^ Registry of Toxic Effects of Chemical Substances (RTECS) Data<^1 

<43> IS. 11 



^^Cacid; 
















LD50 890 nd/ks 


AIHAAP 23, 95, 1962 








LD50 75 mg/kg 


TXAPA9 21, 315, 1972 








LD50 4500 mg/kg 


BJPCAL 8, 30. 1953 




^^^^ 




LD50 3000 mg/kg 


BCFAAI 112, 53, 1973 


LD50 : 50% ^lAl-^ 



<44> ^7] K 1<^1 ^^■'d wV^q- :^ol, oj-srq^ol ^^7>«^ A>-g-£|^Ta 

<45> ^^^41 2: ^SflS. A]-^ 

<46> <a^^ ^i=;^l«^-a^^S 7>^t!: ^llS-sV^til -t^^ pH(pH 7 A)^] 

^^^}^^^S. pH 1 xfl^l 7.5 i^^'^'llAi^ -g-«B£7> 1 mg/m^ <^]^9l ^l^-S: ^ ^'^^j: 

c]-. old]], ^ ^^6)1^-1^ ^ ^r^^ '^^S.^^ ^HlAflo]H -g-«fl£^ pH« 

*fl^l?l ^, ^7l ^^-i: "SJi^fl aST3>S.:iB]-5f)S '^7Kfree base)* 7]^^ 
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<48> [s. 2] 





-y-^HSCmg/rot; 


pH 


oj-^q^ 1311^ 511 o| IE 


1.47 


6.2 




2.24 


6.2 



<50> ^-f o^l 3: ^^'^ ^1-^ 

<5i> c]-^ ^ 3^ ^-^r^^^ wliEL ^>^^(UV)^ ^-f 

200 W-h/m'<^l^ 7]-Al^^(VIS)^ 1,200,000 lux-h 
<52> [a 31 • 













oi-^t^^ till ^ 511 0|S 


100 


83.34 


91.37 




100 


97.75 


97.74 
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y^]S:<^] ^^tt ^^^^^ ^^7}-<^^SAi ^>^^l-*=^ /^iss)^ 7]^^ ^S-^l^ lafl 

-^^llolH «1*>«^ wl3L^ ^•^^'^l :fflB|>;A>(gentisic acid)^ '^>-§--5l-iS^i 2- '^-S.tq^ 
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[ sl-^^ 1] 




Bl>,A>^ ^t-g-^lT^ >^12:^>^ ^1-^ Sl-*]-^ IS. K^]^^ <y-S^^ ^B^^fl'^l 

[sl-^^ 2] 
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4] 



[^^■^J- 6] 



18-17 



0030092001 %^ ^y^f: 2004/12/24 



^1 3 *Jr'^] Si^^i, 51-^^ IS. S^lsl^ <^St^^ ^Bl^-11o]E ol^^^^l s]-^ 



^1-^1 -^Jl^^^AS "t^T^l ^1^^ S-^^^ : 

[ 1] 




H 



i^^^^ 10] 

S ^^1- ^^^1 ^lS--g- ^1=*}-^ 
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